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Seriitl No 09/]$%SS2 
Response to Office Ai^ tion of Feb. 5. 2QQ3 

Amendments to the Claims 

Please cancel Claim 21 and amend Claims 3, 6, 7, 11-14 and 23 as follows: 

3. {Currently amended) A method in a computer system for analyzing etn and 
displaying data on gene expression m a molecular topography, comprising: 

(a) generating a gene expression profile of a plurality of gene-expression indicating 
polyiiucleoiides including for each of the polynucleotides: 

(i) a tlrst value for a first polyTiucleotide characteristic; composing a 
sequence idemifier: 

(ii) a second value for a second polynucleotide-charactenstic different from 
said tirsi characteristic7 _coTnprisin.g a measure of size of the polynucleotide; and 

(n i) a third value that is a measure of the quantity of the polynucleotide, 

(b) calculating for each polynucleotide fi'om the first and second values a position, 
and from the third value a peak at that position in a multi-dimensional display space; and 

(c) displaying the peaJk for each polynucleotide at the calculated position for the 
polynucleotide in the display, the resulting display representing thereby a molecular topography 
of gene expressiony 

— wh e r e in: ( i) thc - fi i st - - charact e ristic is a s o quo nc e id e ntifier, and ( i i) th e cocond 

characteristic ig a m e a;3ur e of size , 

6 (Currently amended) A method in a computer system for analyzing and 
displaying data on gene e:\pre5Si 0]i in a molecular topography, comprising: 

(a) generatmg a gene expression profile of a pluraUty of gene-expression indicating 
pohiniclcondes , wherein the polvnucleotides are 3 '-end framients of restnction enzvme 
cleaved cDXAs or fragments thereof the gene expression profde including for each of the 
polynucleotides: 

(i) a first value for a first polynucleonde characteristicT compnsm^ a 
se quence identifier: 

(ii) a second value for a second polynucleotide-characteristic different from 
said first characteristic; comprising a measure of size of the polynucleotide: and 

(in) a third value that is a measure of the quantity of the polj/nucleotide; 
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(b) calculating for each polynucleotide from the first and second values a position, 
and from the third value a peak at that position in a multi-dimensional display space; and 

(c) displaying the peak for each polynucleotide at the calculated position for the 
polynucleotide m the display, the resulting display representing thereby a molecular topography 
of gene express ion; 

v>4 ioreiri the p oly nucl c otidO G ar e cDNAj e r fragment s th e r e of, and 

wkerem th e pol>TLUQ 4-e Qt]d e o are 3 ' e nd fragincn^sof r e striction cn^jin e cleav ed 

7. { Currently amended) The method of claim 6, wherein the first characteristic is a 
sequence identifier, and the second characteristic is a measure of size of tlie fragment . 

8. iOngiual) The method of claim 7, wherein the sequence identifier is the 
combination of an anchor sequence of a cDKA synthesis pnmer and a restnction enzyme 
cleavagt^ reaction specificity. 

9. {Original) The method of claim S, wherein values of the first and second 
charactenstics are arranged, respectively, along first and second ordmates, the first and second 
ordmates defining a plane, the values of the first and second characteristics for each 
polynucleotide by their location on the first and second ordinates define a position in tlie plane, 
and the pciik for each polynucleotide is displayed at the posifion of the poljmucleotide on fhe 
plane. 

10. (Original) The method of claim 9, wherein the 3' end fragments are generated by 
READS, 

1 1 {Currently amended) A method m a computer system for displaymg differences 
in gene expression, comprising; 

(1) for each of twe g e n e e xpr e ssion profiles a first gene expression profile and a 
second eene expression profile to be compared^, generating a molecular topography according 
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to a method in a computer system for analyzing aft and displaying data on gene expression in a 
molecular topography, comprising: 

(a) generating a gene expression profile of a pluraUty of gene-expression 
mdicating pol\TLLicleotides mcluding for each of the polynucleotides: 

(i) a f.rst value for a first polyniicleonde characteristic, 

(ii) a second value for a second pol)Tmcieo tide-characteristic 
different from said thirst characteristic, and 

(iii) a third value that is a measure of the quantity of the 
polynucleotide; 

(b) calculatmg for each pol>Tiucleotide from the first and second values a 
position m a two co-ordinate display space , and from the third value a peak at thai 
position in a multi - di - moni:;ional display space ; and 

(c) displaying the pealv for each polynucleotide at the calculated position for 
the pol>^iucleotide in the display, the resulting display representing thereby a molecular 
topography of gene expression, 

(2 ) for each position in the two co-ordinate display space subtracting the measure of 
quantity in the first gene expression profile from the measure of quantity in the second gene 
expression profile; 

(3 ) for each position, generating a peal-: for display from the difference; and 
(4 ) displaying the respective difference peak at each of the positions in tlie nvo co- 
ordinate display space. 

12. {Currently amended) A method in a computer system for displa>ing differences 
m gene expression, compnsing; 

(1) for each of t^vo gone oxpr o aGipn profiles a first £;ene expression profile and a 
second ^e ene expression piofile to be compared^ generating a molecular topography according 
to a method, ccmpiising: 

(a) generatmg a gene expression profile of a plurality of gene-expression indicating 
polynucleotides including for each of the polynucleotides: 

(i) a first value for a first polynucleotide characteristic^ ^ 
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in) a second value for a second polynucleotide-characteristic 
different from said first character! sticy : and 

(iii) a third value that is a measure of the quantity of the 
pol>Tiucleotide; 

1,'b) calculatmg for each pol>Tiucleotide from the first and second values a 
position in a fw^i- co-ordinate display st)ace , and from the third value calculating a 
peak at that position in a multi dimensional display -spa^; and 

(c) displaying the peak for each polynucleotide at the calculated position for 
the pol>iiucleotide in the display, the resulting display representing thereby a 
molecular topography of gene expression-^ 

(2) for each position in the two co-ordinate display space subtracting the measure of 
quantity in the first gene expression profile from the measure of qaajitiiy in the second gene 
expression profile; 

(3) for each position, generating a peak for display from Uie difference; and 

(4) displaying the respective difference peak at each of the positions m the two co- 
ordinate display space, 

wherein differences are displayed only if they meet or exceed a threshold value. 

13- (Currently Qmendec[) A method in a computer system for comparing gene 
expression, comprising: 

(1) for each of two s^ e ne profiles a first gene expression profile and a second gene 
expression profile to be compared^ generating a molecular topography according to claim + ii, 

( 2) for each position in the two co-ordinate display space subtracting a first measure 
of quantity in the first profile from a second measure of quantity in the second profile to 
generate respective difference values; 

(3 ) calcidating from the respective difference values a measure of difference of the 
two profiles. 

14. (Currently amended) The method of claim 1 3, wherein the first profile is a 
standard reference profile and tlie second profile is a the profile of a test sample. 
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15. iChiginaf) The method of claim 14, wherein comparison of the test sample profile 
With the standard reference profile is diagnostic of a condition or disease. 

16. {Original) The method of claim 15, wherein the first profile is a profile of a 
reference sample and ihe second profile is a profile of a lest sample, 

17. {Original) The method of claim 16, wherein comparison of the profile of the test 
sample with the profile of the reference sample is diagnostic of a condition or disease. 

18. {Original) The method of claim 13 wherein the difference value is set to zero 
when the difference beUveen the first measure and the second measure i$ less tlian two-fold. 

19. {Original) The method of claim 13 wherein tlie first profile is idenfical to the 
second profile when all the respective first and second measures are identical. 

20. {Original) The method of claim 13 wherein the first profile is similar to the 
second profile when the average difference bcuveen the respective first and second measures is 
less than a predefined amount. 

21. {Cance.llecr) 

23. {Currently amended) A method in a computer system for displaying a series of 
in geno expression profiles m a molecular movie, compnsmg: 

( 1 .) generating a plurality of molecular topographies according to a method, 
compnsing: 

( a) gcneraung a gene expression profile of a plurality of gene-expression indicating 
polynucleotides mckiding for each of the polynucleotides: 

(i) a first value for a first polynucleofide characiensticT comprising a 
sequence identifier; 

(ii) a second value for a second polynucleotide-charactcnstic different from 
said first charactensticT t comprising a measure of size of the polynucleotide: and 
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(ill) a third value that is a measure of the quantity of the polynucleotide; 

(b) calculating for each polynucleotide from the first and second values a position, 
and from the third value a peak at that position in a multi-dimensional display space; and 

(c) displaying the peak for each polynucleotide at the calculated position for the 
polynucleotide in the display, the resulting display rq:>re3enting thereby a molecular 
topography of gene expression^ and 

(2) displaying the molecular topographies in successionT ^ 
wherei7i the molecular topographies are delta plots. 
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